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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent temi adjustment. See 37 CFR 1 .704(b). 

Status 

1 )S Responsive to communication(s) filed on 25 August 2004 . 
2a)S This action is FINAL. 25)0 This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) EI Claim(s) 44-51 and 53-64 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) K1 Claim(s) 44-51 and 53-64 is/are rejected. 

7) n Claim (s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawjng(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing{s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)\J None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Art Unit: 1647 

Status of Application, Amendments and/or Claims 

The amendment filed 25 August 2004 has been entered in full. Claims 1-43 and 
52 were cancelled. New claims 60-64 were added. Claims 44-51, 53-64 are under 
examination. 

The specification is in compliance with 37 CFR 1.821-1.825 of the Sequence 
Rules and Regulations. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Wittidrawn Objections And/Or Rejections 

The rejection to claims 44-52 under 35 U.S.C. 112. second paragraph, as set 
forth at page 8 of the previous Office Action (25 February 2004) is withdmwn in view of 
the amendment (25 August 2004). 

The rejection to claims 44-51 under 35 U.S.C. 102(b) as being anticipated by 
Hecht a/. (The Journal of Cell Biology. Vol. 135/4 November, 1996), as set forth at 
pages 9-10 of the previous Office Action (25 February 2004) is withdrawn in view of the 
amendment (25 August 2004). 

Specification Objection 

The amendment filed 17 December 2003 remains objected to under 35 U.S.C. 
132 because it introduces new matter into the disclosure. 35 U.S.C. 132 states that no 
amendment shall introduce new matter into the disclosure of the invention. The added 
material which is not supported by the original disclosure is as follows: wherein the 
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response measured in step (c) is selected from GTPyS binding (claims 55 and 60). 

Ttie basis for this rejection is set forth at page 3 of the previous Office Action 
(25 February 2004). Applicant combines the arguments against the specification 
objection and 35 U.S.C. 1 12, first paragraph, written description, new matter rejection. 

Applicant's arguments have been fully considered but not deemed persuasive. 
Please see the maintained 35 U.S.C. 112. first paragraph, written description, new 
matter rejection below. 

Claim Rejections - 35 USC § 112, First Paragraph, Written Description, New Rflatter 

Claims 55 and 60 remain rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. This was a new matter rejection. The 
basis for this rejection is set forth at pages 3-4 of the previous Office Action 
(25 February 2004). 

Applicant states that with respect to GTPyS, that it is generally known in the field 
of signal transduction that activation through G-protein coupled receptors requires 
signaling through G-protein. Applicant argues that it is known that G-protein signaling of 
such receptors requires GTP binding. Applicant submits that disclosing that the EDG is 
such a G-protein coupled receptor provides sufficient support for those of skill in the art 
to understand that measuring GTPyS binding indicates whether the tested material is an 
agonist or antagonist of the receptor using the assays as described in the disclosure. 

Applicant's arguments have been fully considered but not deemed persuasive. 
The Examiner understands that signal transduction occurs through the activation of 
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G-protein coupled receptors and requires GTP binding. However, tfie instant claims are 
drawn to methods for measuring a response indicative of ttie degree of an agonist 
activity by specifically measuring GTPyS binding. The claims encompass 
assays/experiments to measure GTP binding. The specification, as originally filed, does 
not provide support for the invention as now claimed. Such limitations recited in the 
present claims, which did not appear in the specification, as filed, introduce new 
concepts and violate the description requirement of the first paragraph of 35 U.S.C. 112. 

The scientific reasoning and evidence as a whole indicates that the rejection 
should be maintained. 

Claim Rejections - 35 USC § 112, First Paragraph, Scope of Enablement 

Claims 44-51 remain rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for: 

a method of identifying a compound as an agonist for EDG-2, EDG-3, EDG-4, 
EDG-5 and EDG-6 receptors using the readout of an NF-kB assay OR 

a method of identifying a compound as an antagonist for EDG-2, EDG-3, EDG-4, 
EDG-5 and EDG-6 receptors using the readout of an NF-kB assay and 

a method of identifying a compound as an agonist for EDG-4 receptor using the 
readout of an IL-8 assay OR 

a method of identifying a compound as an antagonist for EDG-4 receptor using 
the readout of an IL-8 assay 

does not reasonably provide enablement for; 
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a method of identifying a compound as an agonist for all EDG receptors or a 
method of identifying a compound as an antagonist for all EDG receptors using the 
readouts of NF-kB and/or IL-8 assays. The basis for this rejection is set forth at pages 
5-6 of the previous Office Action (25 February 2004). 

Applicant argues that claims 44-51 as amended are directed to a method of 
determining whether a compound is an agonist or antagonist for an EDG receptor, 
which activate NF-kB and/or produce IL-8. Applicant argues that the disclosure 
specifically recites methods and assays for determining agonist and antagonist activity 
by for example measuring IL-8 production or NF-kB activation in Examples 1 and 1 1. in 
addition to the Examples 14-19. 

Applicant's arguments have been fully considered and are deemed partly 
persuasive. The Examiner agrees with Applicant that the specification teaches NF-kB 
activation and IL-8 production in the presences of some EDG receptors. However, as 
was stated in the last Office Action, the specification teaches IL-8 production only in the 
presence of activated EDG-4 receptor (page 35, lines 25-28 and page 37, lines 18-25). 
The specification teaches that NF-kB was not activated/induced in the presence of 
activated EDG-1 receptor (page 45, lines 5-10). Thus, the instant specification teaches 
that the recited assays cannot be used to detennine agonist/antagonist activity for all 
types of EDG receptors. The claims, as amended, still encompass readouts/assays for 
all varieties of EDG receptors. 

The scientific reasoning and evidence as a whole indicates that the rejection 
should be maintained. 
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Claim Rejections - 35 USC § 112, First Paragraph, Enablement 

Claims 53-64 remain rejected under 35 U.S.C. 112, first paragrapfi, as failing to 
comply with the enablement requirement. The basis for this rejection is set forth at 
pages 6-7 of the previous Office Action (25 February 2004). 

Applicant directs the Examiner's attention to Example 10A on page 35 of the 
specification with respect to the rejection based on measuring the modulation of cellular 
cyclic AMP levels. Applicant argues that such assays are disclosed. 

Applicant's arguments have been fully considered but not deemed persuasive. 
The instant claims are drawn to a method of measuring a response indicative of the 
degree of an agonist or an antagonist activity, wherein the response measures the 
modulation of cellular cyclic AMP levels. Applicant cites Example 10A, page 35, which 
states, "We used a cAMP inhibition assay to show the presence of functional SIP 
receptors in Swiss 3T3, mouse neuronal B-103 and hamster CHO Pro5 cells". "By 
comparing the cAMP responses of these cells to the expression profile of the 7 
identified edg receptors, we speculated that both EDG-3 and EDG-4 are likely to be 
SI P receptors". The specification fails to teach if cAMP inhibition is indicative of agonist 
or antagonist activity. The specification fails to teach if modulation of cellular cyclic 
AMP levels mean increase or decrease? The specification fails to disclose a protocol 
and the proper parameters/controls when employing these experiments. The 
specification fails to teach how to identify a compound as an agonist or antagonist of an 
EDG receptor wherein the agonist or antagonist activity is measured by modulation of 
cellular cyclic AMP levels. 
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The scientific reasoning and evidence as a whole indicates that the rejection 
should be maintained. 

Claim Rejections - 35 USC § 112, Second Paragraph 

Claims 46, 53-64 remain rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. The basis for this rejection is set forth at 
pages 8-9 of the previous Office Action (25 February 2004). 

Applicant states that claim 53, as amended, is directed to measuring an agonist 
response and claim 54 to measuring an antagonist response. Applicant argues that this 
amendment make the rejections with respect to whether an increase or a decrease is 
measured in claims 55 and 57 moot, as agonist activity results in an increase in 
receptor response whereas antagonist activity (in claims 54 and 60-64) results in a 
decrease or inhibition of receptor response. 

Applicant's arguments have been fully considered but not deemed persuasive. 
"Measuring a response indicative of the degree of an agonist activity" (claim 53) and 
"measuring a response indicative of the degree of an antagonist activity" (claim 54) is 
indefinite because it is not clear exactly what response is being measured. The metes 
and bounds of claims 53 and 54 cannot be determined because the claims do not recite 
any assays and/or responses to discem agonist and/or antagonist activity. 

Applicant states, "agonist activity results in an increase in receptor response 
whereas antagonists activity (in claims 54 and 60-64) results in a decrease or inhibition 
of receptor response". Yet, the responses for identifying a compound as an agonist and 
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identifying a compound as an antagonist are tlie same (compare claims 55-59 with 
claims 60-64). Thus, it is unclear how to discern the difference between agonists and 
antagonists of SEQ ID N0:17 and SEQ ID NO:22. 

Claims 55 and 60 remain indefinite because it is unclear if "modulation of cellular 
cyclic AMP levels" means increase or decrease and because the claims recite improper 
Markush groups. 

The scientific reasoning and evidence as a whole indicates that the rejections 
should be maintained. 

New claim objection: Claim 46 is objected to because IL-8 is misspelled 
(11-8 instead of IL-8). 

Conclusion 

No claims are allowed. 
THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). A shortened statutory period for reply to this final 
action is set to expire THREE MONTHS from the mailing date of this action. In the 
event a first reply is filed within TWO MONTHS of the mailing date of this final action 
and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date 
the advisory action is mailed, and any extension fee pursuant to 37 CFR 1 .136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will the 
statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Reglna M. DeBerry whose telephone number is (571) 
272-0882. The examiner can normally be reached on 9:00 a.m.-6:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda G. Brumback can be reached on (571) 272-0961. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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